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Manufacturing Practice for Blood and 13100dComponents: (1) Quarantine and
.-...—

Disposition of Units from Prior collections from Dwws,@E ,~_”~Y R~~Ct~ve
. . .

Screening ‘1’t$stsh Antibody to Hepatitis c virus (Anti HW; ‘-(2)SUPPlernent~~
—.- -..— . ,..==.-

Testing, and the Notification of Consignees and Blood Recipients’-o~—~-;n6r-~&t
Results for Anti HCV [Federal Register: June 22? 1999 (Voluti64, Nurnber”l 19)]........ . —=.--.;.—, —-—..

To Whom it May Concern: . .

These comments are fiIed on behalf of the Interorganizational.. HCV LOo@a$k .... .
Committee (Committee) created by the AABB to provide assistance.to the blood banking

. .. .
—.———..—... . ..

community for HCV Iookback. The members of the Co.mmit@e represent the American
Association of BIoQd.13@cs (AABB), America’s Blood’Centers {ABC), ih~’~h~---”-’-’
American Red Cr6Ss (ARC), and represent all of the b~o.odcol~ec~ifig~~g-fi~~ti~n~ and
over $OO/;of the blood transfiision services in the United States. The, Committee..–_-.-4-W=z=z..... ;
appreciates the opportunist y to comment on this draft guidance, and especially appreciates
the attention to and incorporation of many of our comments on the previous HCV
guidances. In general, the guidance is weIl written and easier to follow. The:-..‘?.-=T-=...!Z=,..-?.>,.!,..-...
reorganization of material and the addition of notes, which explain, give rationales, and. , .-—m.—.=.——AH.. .....,
provide examples ark very helpful, as are the flOWcharts- ‘ . _-.....-—

AS anticipated, this .drafl guidance incorporates extension of lo~kb~c~ to inclukH.LV..
1.b. This was expected and the requirements are an excellent c~mp~~rni~~~~~~~ceand
practicality. However, the committee does have some major concetis iibout-the”giiiiiance
requirements.

Time Frames .’.
–..-----

1.) Extension beyond 1988
-*e

The draft guidance .ROWcontains a totally unexpected new requirem.en.l.t~?n~fy prior
collections extending back indefinitely to the extent that electmnic,.~f~”ther readily..——— . . ...,,=:.,______
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retrievable records exist.” This change is analogous to moving the finish kne..whiie the
race is still in progress, and after some of the participants have completed the race and
gone home.

We urgently request that this new provision be deleted based on the following
concerns.

. First, we believe that this requirement will result in an unintended sl.o.wing of the
present lookback efforts. The. c.u.rren~effofi.is vew time consuming fp~ylpog, .. .
collection facilities and hospital transfusion services. The further ba~k.~n~w~ Q._ ...’ ~~
search rnust.b.e conducted, the greater the proportion of recipients deceased or lost.to
foIiow-up, and the greater the proportion of record retrieval that wil! -be..rn<ual.[~lhh~ .. ..
than .elect~onic. -.4... ____..W..._.._. ..._ ?&

+’”

Extending Iookback to HCY..Ll.~1!.require even more time and effO-M&~~~!Y-......
2.0/3.0 because Of the inten;g_rnw@ gfforl !gquired. F~hermorel locating and_ ~—... .... —. –—
reviewing the act.u.altest res~& (both initial and repeat reactive) and performing the
S/CO-6S!CUlatiQn is considerably more time consuming than just looking at the final
interpretation-, We are conce~.e~.ih.a!..exteg.djng all Iookbacks as far_a~lhey can go, “-
which will be the effect of this guidance, will bog the system down with minimal
reward in terms of infected recipients identified.

.

● Second, this requirement will force reopening of many completed lookback cases.
This commitment of resourgo st be.done without knowledge of whether the.--------.—.. .
hospital can also search its recu~ds. that far back. The specific consignee hospital is

.- . ..... --—..

not identified until after the ,~on.qr~est record has been researched, so even if it is
known that a particuku- hospital does not have records, the blood colle.ction_agency

.—+.-—.___,, —,. .. .

must do the initia[ research. .Jt.Lhighl y unlikely that a blood collecti~n..agency will
firid that none of its consign&s. hav.e such records, so effort involved ht.kdh!.. . . ~ <.

identification of donor records _rn.ustproceed even when there is littl.ti.Eha.mm?..th@ -
recipient identification and notification will occur. .......+.

●

This is an ineffective use of ti.rne.~.d. resources that could be more %!$%?!&!PPli?l{O _
completing the process already underway based on the September 1998 guidance and
to completing HCV 1.0 Iookback. According to the JUJY 1999 prof&?;.srvq O! [~~

blood collection facilities, 38 facilities (22%) have completed 25~0 dw of the ..-..-..——.. -——
required record review and 56 facilities (33°/0) have completed 25°/O-O~!iSS—Of.......
consignee notifications. In that s.ame.suuey, only 99 facilities (580/i) have completed
the recor.dreyiew. and onl y 69 facilities (400A) have completed cons~~ee notification.

-—.————... ..

It is cleag that resources sho~d~e.~jqqcted~o completing the HCV 2:073.0 lookback--.-.
as curre-ntly ‘defined, without diverting” resources to expand to indefi~]~.y<l:ss ----------

-—..-—-............

producfive~ecord. ~eview. . . . ... .. ... . .. —_-—..—..-...-—.:.

Third, we question the value of extending record review back indefiii~tely. liiasmuch
as retention of transfusion se.fi.qe Zecords was previously required only for 5 years,
and given the mortality of transb.sion recipients from underlying
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little value achieved from this extension. The more recent requirement for
maintaining records for 10 years and the more recent increased use of computerized
record systems do not assist a retrieval of records from over a decade ago. Data from
surveys of AABB member institutions last year, and again this year, indicated that”
fewer than half had records extending far enough back beyond 1988 to make this
extension worthwhile, and many who did have records available expressed concerns
about the conditions of the records and the ability to obtain the necessary information.

Data on the mortality rate of blood recipients identified for Iookback notification has
been compiled from the effort to date on HCV 2.0/3,0 retrospective lookback.

In Pittsburgh three tertiary hospitals evaluated 1125 recipients and 603 (54%)
were deceased; one Children’s hospital evaluated 97 recipients, and 55 (570A) #

..,, were deceased and; three community hospitals evaluated 108 recipients and 78 ----
.. —..—.-—

(72%) were deceased. The overall mortality rate was 738/1 330 or $$-%o.‘“-
.. .. .

. -.—.- —=-L.—..-.-——T-.— .—,
This is consistent with data from a Midwest h.o.spital in which the Social Security’
Death Index indicated that 55of113 traceable recipients (49Yo) w<IR_!ecE_&@.___
The final number rose to 63 (57?40)as a result of subsequent aggressive recipient
notification efforts.

Data from the AABB July progress survey shows that records indicated 4183 _of
10088 (42?40)of identified recipients were deceased, consistent with the CJD
Lookback Study being conducted by the_National- Blood Data Resource Center in-.. —L-. .
which data through June 1999 shows that of 283 identified recipients, 158 or 56°/0
were deceased.

The Corn.rn.ittee.a!so. asked that same Midwest hospital to provide data on the ‘“
effectiveness of Iookback. This general hospital with a Iarge cardiac surgery r

program, identified 141 components that required recipient tracing and located 113
records in which_ transfusion had occurred. As referenced above, 55 recipients were “
known to. be.d.~ce~ed.and 58 notifications were sent out. Out of 58 notifications “sent
out, 43 recipients were located. Three were spouses/children _noti&ing the hospital
that the recipient was deceased and the other_40 were tested..__Of the_40_fiatwere
tested, 3 tested positive, with one of them. a!ready”being aware Oi%e- pti~iiv;t~sl-”-””” ‘“-”-
re~lts. Thus the lookback objective of identivhi~ transfused reel-p~ents w~o~not

——..

‘ know..ofthei.r infection+ was successful incudy2cast%outof141 potential cases.

The Committee believes that this is a typical scenario, and that it is u.nr.e~sonable to -”
extend the l.ookba~k.beyond the current timeframe. As tbe.reco.rds get older, the “yield
is-%cpected to be even less.

. The.Advisory Committee on Blood Safety and Availability (~il~j6ii-&fiitTe~)--- “- . .*:

understood the.i.ncrementally smaller returns to be-expkited ‘asthe.process- wad------” ‘-
extended fbrther back and thus recommended that tle initi~l-”program of targeted -
lookb.ack extend.o.nly to 1988 pending a re.vi.ewof the el~ectiveneis of t~einitial ~” ,..



effort. The Advisory Committee has not stated a different position, and we believe it
would be wise to continue to comply with their recommendation. . ...+ . . .

The Interorganizational HCV Lookback Committee reminds FDA that targeted
Iookback was intended to be conducted in tandem with”a CDC effofl tO info~.!k$_.-. . . ... ..
general public that anyone transfused prior to 1992 (or with behavioral risks for HCV
infection) should be tested for HCV. We believe that mechanism will be mo&..., .... ..... ... ,.
effective in achieving the underlying public health objectives of lookback and..wm_be... . .
done in a more timely manner than extension of the targeted lookback beyond 1988.

It is understood that the CDC’S generalized lookback effofi will not reach alI ..1. .. .... ... . . .. .
potentially infected individuals with a message that prompts them to seek treafrn.enl...
and testing. The experience of the Hoxwofih BIood Center in Cincimati with SUC~a

.——.

“—-”””=””’“““p’”--p “
program shortly after the implementation of anti-HCV testing resulted in the.lesting **%

of ‘on~y’about 5% of the target atidience. (TransfMion 1990;30:759-61 ), and the _
resp-onse Tate is no greater when targeted Iookback efforts are utilized. \?-%-A—.&-,.....-“.....

---

A report of the results of the targeted HCV lookback effofi in Milwaukee illU-&a_Ma.=,. .... ....
that less than 3°A of lookbacks resulted in the recipient being tested. (Transfusion.
1998;38:4S) Even when the target infection is HIV, with attendant greater public
concern, only about 4°/0 of recipients in the San Francisco area receiving a letter ~
urging them to be tested following receipt of a higher-risk unit sought HIV testing.

‘ (Transfusion 1991;31 :655 -61.) Therefore, while the Committee understands !!Y?..X.. ..
importance of advising potential y infected transfusion recipients of their (incre.as~d)
risk, it is questionable whether a targeted ,~okback will provide a greater yield than a
generalized one. Consequently, the Committee believes that as the logistic obs@cles .....
in lengthening the lookback period increase, there is even greater reason to rely on the
generalized Iookback.

.- ,

2.) Begin 1.0 Iookback before completion of 2.0/3.0

We request that 1.0 consignee notification be required to begin by May 1,2000 and
be completed by May 1,2001. Transfusion Services shouId have one year foIIow@g
notification to complete recipient notification and must have completed it by May 1,
2001.

A; stated earlier in these comments, we believe the concept of 1.0 lookback is acceptable,
but we are c.oncemed about trying to complete it during the same time fr~e in w&ch.w?. -.
are trying to complete Iookback already underway for 2.0/3.0. If there is a significant”
public.he.flth..utility to targeted HCV lookback, it resides in the identification of rno&e...,, . ......... .,,.
recently transfused patients. Completion of the HCV 2.0/3.0 Iookback must not be..—----- ....... ,
impeded by the new guidance.

iw*W
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3.) .Pros~ective lookback, L

The Cornmittce requests that a rolling ten years become the required time frame for
all new prospective Iookbacks.

If 1988 is retained as the time frame, then in each succeeding year, the number of years
for which records must be reviewed will continue to increase. Since the new requirement
is to maintain records for ten years, it is more appropriate to adopt a time frame for
lookback that is consistent with the ten years in which transfusion rec.urds-are.expected to
be available.

4.) Prospective Ioo.kback.recipient notification

Am .-:
The Committee “requests that the 12 week time frame for prospective lookback w

.. .....’..=_.. .. .. ... . . . . . .
recipierit notificatio-n” be reconsidered.

,.. .

-————–-—.—-–——==e–<—=—-.”.-.. ,,<—....~ --+- .—.- ..= _ .. ...——..v,— ~-. .=—==–,–.=—.+–A=A=-——.:,,,.. , ..
The CiXm-rnlfieeT@-~ete&finF~t3jat twelve weeks is insufficient time.-@:~=rne cases ~.KZ_:_:__
whlch_to.c.ontact_recipients for prospective lookback, particularly for-t!io.se hospitals-that
do no~h.ave.co.rnputerized records. Ii is frequently necessary to obtain.lb.e.addre.ss.fro.m...... .
the chart, and because of hospital policies, it is sometirn.es necessary to make several
different requests lefore you can obtain the chart with the necessary information. It is
also necessary to allow some time for a response before sending out a.sec~n.d .an~or.lb~d
notification. There is not the sa,me urgency to notifi these recipients, as there is for
notification about exposure to H-IV..wher.e.early intervention is essential. For HCV, there
is m.i.ni~~~~!.infmnation t~uggest that early intervention is beneficial.. AIs.0, we point out
that it will be ev.en..rno.rediffi.cu!tt.o..rneet. the 12 week notifi.catio.g. li.rn~t.jflhe lopkbagk.~s..,.
extended beyond 1’988, as these’ older charts will take even longer to o.btai.n. . .

5.) ‘Q&.rfitine ,’

The Committee would like to reiterate its position that 3 calendar days is an unrealistic “
expectation for identification and quarantine of prior collections and notification of
consignees to quartitine prior collections whenever a donor tests repeatedly reactive. We.
continae.to support changing this time to 7 days as it was in the JUJY1996
memorandum. However, failing that, we request that the wording be chfiged to 3
work”mg days.,

Additional conc.erns . . ..- ~ ‘._ ~
,.

1.) Autologous donor notification , ,.. .,

We reqiiest deletion of “NOTE: FDA recommends that blood es$ablishrne.nts no!i’i”’
the physicians of autologous donors of the donor’s repeatedly -reticfive’test”results. ‘aa.-

and supplemental test results j”wh=ri“a-pplicable, for the purpose of~rne~i.ca!.fo!l.~w=u.p
.,.——_——. ....—,-—.—

and counseling. “ This note appears in section III, 1, C and III, 2, B. ... ._ . -----



?

We believe it is unnecessary to include autologous donors in the notification efforts. It..--...--*.. .- . ..
has been standard practice tonotify thepatient's physician of the repeatedly reactive
HCV test result at the time the autologous unit’ was collected as required in the FDA
memo to all registered blood establishments on September 1I, 1991 titled “Disposition
of Blood Products+ Intended for Autologous Use That Test “Repeatedly Reactive for Anti
HCV.” This memo also requires collection facilities to indefinitely defer. these. d~.n~rs for
homologous (allogeneic) donation, so the donor will also have been notified of the HCV7..--.—- .=.=,..... .. -
test result. Thus additional Iookback notification is unwarranted.

2.) Physician identification

We request that the wording in Section III, 4, b be changed to require identification
of either the patient’s physician of record M the physician responsible foK.th.e..”
transfusion order.

-——

Section 111,4 Notification of Transhsiori I&cipients, part b, requires identification of
both the patient’s physician of record and the physician responsible for the.lcanibs~o.n -....——-.——.-—. . ._
order. In part c (ij and (ii) the requirement is to notify the physician of.rec.orti~e ------ _.
physician that ordered the blood. It is unnecessary to identifi both. It sho@dbe. noted-. .==.=.
that the ordering physician may not be specifically identified, even in thech@.~For
example, requests from the operating room could be considered as emanating from the
surgeon or the anesthesiologist – or both – but the precise identification of the~gquestor
is ‘usuall y not captured.) Furthermore, in teaching institutions, the ordering physician is
almost always a house officer who.,,al,rn,o:~.ce~ainly, at the time of lookback, is no longer,.
at the institution and who will certainly not be involved in the notificatioa__md&ollo_w-up
of the patient. This new requirement, as proposed, adds significant additional work for no
additional patient benefit.

Mihol- Iiiconsistencies

There are some minor inconsistencies that we would like to bring to your attention. “
Throughout the document the term “are at increased risk of transmitting HCV” has been
substituted for “may have contained HCV” which was used in the previous guidance.
However, Section III, 4 Notification of Transfusion Recipients, introductory paragraph
and part c, uses the term “potentially contained HCV”, but section e and f_use~-.tle_=___=
terminology “increased risk of transmitting HCV.”

●

Section HI, 2,”A specifies “donations.of blood and blood components intended-for..._
transfusion.” Section HI, 3, A does not include this specification. . .. .. __,. .

,.

Section III, 2, A lists three exceptions, but Section HI, 3, A has only two exceptions. We
believe. that exception 1) “There is rio recommendation for quarantine of SkuUmXPMi_?.
or Recovered Pl&_rna based.on retrospective review of records because few.if=~y
unpooled prior collections .exist~’should_be added to Section 3A. ...._...-_L______,__.__=,.. . ... .,



Onqe again, the Interorganizational HCV Lookback Committee appreciates the
opportunity to comment on the draft HCV guidance. The committee is available to assist
the FDA in any way. Any question or co-mments for the committee should be directed to7
‘Kay Gregory, AABB Director Regulatory A-ffairs at 301-215-6522 or =aabb,org.

Rarnona Walker
Chair, HCV Lookback Committee . . . .

,.. , ,.,,,. . ,.,,,,4,.<,,,,,,.,,
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